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Sir: 

I, Heather Brammer, declare that: 

1 . I am a citizen of the United States currently residing at 9723 214th Place 
Southwest, Edmonds, Washington 98020, U.S.A. 

2. I submit this Declaration for the purpose of relating facts known to me 
concerning the identification, isolation and sequencing of portions of DNA encoding human 
chitinase, which is described in the above-identified application. The activities described herein 
took place at ICOS Corporation, Bothell, Washington, U.S.A., during the period prior to June 
7, 1995. 
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3. My education background and research experience is as follows: I received 
a B. A. degree in Anthropology from the University of Washington in December 1998. From 
April 1995 to October 1997, 1 was employed as an intern at ICOS Corporation. From November 
1997 to the present, I have been employed as a Research Associate n by ICOS Corporation. 

4. While employed as an intern at ICOS Corporation, I was required to and 
did keep a permanent notebook record of the work I had done and results I observed. These 
notebooks were the property of ICOS Corporation and are retained in safekeeping on the premises 
of the company. It was my general practice to record in my notebook all experimental work 
which I performed, to contemporaneously sign and date my notebook records and to refrain from 
adding any information to any page after the date of signing. At that time, my maiden name was 
Heather Pearson rather than Heather Brammer, so the name that appears at the bottom of each 
notebook page is Heather Pearson. It was also my general practice to have my signed and dated 
notebook pages witnessed and dated by another ICOS employee. All notebook materials attached 
as Exhibits hereto are true copies (with dates covered) from the original notebooks maintained in 
safekeeping at ICOS Corporation. 

5. During the period prior to June 7, 1995, 1 worked at the direction of and 
under the supervision of Dr. Patrick W. Gray at the ICOS Corporation sequencing cDNA inserts 
of clones from a human macrophage cDNA library. 
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6. On page 13 of my Notebook No. 1065 attached as v ExMbiri hereto, I noted 
that I had requested the nucleotide sequences of cDNA inserts of eight different clones from a 
human macrophage cDNA library and that I had compared these nucleotide sequences with other 
known sequences in the Genbank databases using the BLAST Network Service of the National 
Center for Biotechnology Information. The top left portion of the notebook page shows the DNA 
sequencing request for a number of plasmids. The bottom portion of the notebook page lists the 
following information for each plasmid: (1) the plasmid name (e.g., M0911), (2) the 
identification number for the readout of data from the DNA sequencing machine (e.g. , mcl7705), 
and (3) a description of the closest related sequence found during the BLAST search. 

7. Of particular interest on page 13 of Notebook No. 1065 (Exhibit 1) is the 
line relating to the clone designated M091 1 , which contained a portion of cDNA encoding human 
chitinase. The line reads as follows: 

"M0911 mcl7705 hum. glycoprotein mRNA 63% (157/248) M80922" 
This notebook page is dated prior to June 7, 1995. 

8. When I recorded a sequence identification number (e.g. , "mcl7705") and 
infoimation from the BLAST search (e.g. , "hum. glycoprotein mRNA 63 % (157/248) M80922") 
in my notebook, it was my general practice to place the underlying data associated with each 
record contemporaneously in a binder which was maintained in safekeeping on the premises of 
ICOS Corporation. Original printouts of the data from the DNA sequencing machine and printed 
copies of the emails reporting BLAST search results were kept in this binder. Each sequence 



printout or email printout displayed the date on which the information was received and 
additionally displayed the relevant sequence identification number, e.g. , "mcl7705'\ It was also 
my general practice to refrain from modifying or replacing any of the printouts once they were 
placed in the binder. All copies of the printouts attached as Exhibits hereto are true copies (with 
dates covered) from the original binder maintained in safekeeping at ICOS Corporation. 

9. A copy of the readout of data from the DNA sequencing machine for clone 
MO-911 is attached hereto as ^Exhibit 2. The top of the page shows the name of the clone 
("M0911") and the associated sequence number ("mcl7705"). The date of this readout is prior 
to June 7, 1995. 

10. A copy of an email reporting the BLAST search results for the MO-911 
sequence (identified as sequence number "17705" in the subject field) is attached hereto as Exhibit 
3. The search results list a number of chitinases and chitinase-like mammalian proteins, e.g. 
human glycoprotein mRNA, Sus scrofa 38kDa heparin-binding glycoprotein, Manduca sexta 
chitinase mRNA, B. circulans chitinase, T. hamanum endochitinase, etc. This email is dated 
prior to June 7, 1995. 

11. As described in Example 1 of the application, the plasmid designated MO- 
911 was identified and characterized as containing a portion of the coding region for a human 
chitinase homolog. The documents attached hereto as Exhibits 1, 2 and 3 demonstrate that, prior 
to the June 7, 1995 filing date of U.S. Patent No. 5,928,928, the cDNA insert of plasmid MO- 





911 had been partially sequenced and characterized as a chitinase by comparison with other known 
sequences in nucleotide and peptide sequence databases. 

12. All of the work and data recorded in the documents attached hereto as 
Exhibits 1, 2 and 3 was performed prior to June 7, 1995. 



true and that all statements made on information and belief are believed to be true, and further that 
these statements are made with knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Tide 10 of the United States 
Code and that such willful false statements may jeopardize the validity of the instant patent 
application and any patent issuing thereon. 



13. I declare further that all statements made herein of my own knowledge are 





Heather Brammer 
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EXHIBIT 1 
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Project No. I '-> 
. Book No. IC/.^ 
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EXHIBIT 



cc:Mail for: heather * pearson 



Subject: Re: 17705 

From: "NCBI BLAST E-Uai» Server' <biastdncbi.nlm.nih.gov> 
To: Heather Pearson 



— ^gb MC0927 HUMHA3G 
gb U19900 SSU19900 
gb U02270 MSU02270 
gb M57601 EACCHIA3 
gb L14614 TRRENDOCHI 
emb X79381ITHBCH42 
emb X64104|AACHI1A 
gb | U13646 1 CELZK783 
dbj | D12647 | STMCHIC 
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emb X15208 SMCHIB 
emb 23 6295 SHCHITB 
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B.circuians chitinase Al (chiA) gene. 
Trichoderma harzianum endoch i t inase . 
T.harzianum (IMI 206040) ech-42 gene. 
A: album chil gene for chitinase 
(Saenorhabditis elegans cosmid ZK783. 
S.lividans gene for chitinase C, com. 
Streptomyces plicatus chitinase 63 (. 
yeOlhll.rl Homo sapiens cENA clone 1. 
Serratia marcescens chiB gene for ch. 
S.marcescens (BJL200) chiB gene for . 
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>gb|M80927|HUMHA3G Human glycoprotein mRNA, complete cds. 
Length = 1741 
Plus Strand HSPs: 
Score = 427 (118.0 bits), Expect = 6.2e-26, P = 6.2e-26 

Identities = 157/248 (63%), Positives = 157/248 (63%), Strand = Plus / Plus 
Query: 2 ACCAACCACCAGCTGAGC^CCACTGAGTGGAA 61 

) MM I 1 1 I MM MMIMMM I Ml MMM I MM 

Sbjct: 255 AGCAACGATCACATCGACACCTG 314 



Query: 62 GGCCTGAAGAAGATGAATCCCAA^ 121 

M MMI I Ml Mill IIMIMI II II I MMMI Mill II 

Sbjct: 315 ACACTCAAGAACAGGAACCCCAACCTG 374 

>gb|ul9900|SSU19900 Sus scrofa 38kDa heparin-binding glycoprotein mRNA, 

conplete cds. >emb|Z47803|SSGP38KD S. scrofa 38kDa heparin-binding 
glycoprotein. 
Length = 1733 
Plus Strand HSPs: 
Score = 358 (98.9 ly.ts) , Expect = 4.6e-20, P = 4.6e-20 

Identities = 148/245- (60%), Positives = 148/245 (60%), Strand.= Plus / Plus 
Query: 2 ACCAACCACCAGCTGAGOWXACTGA 61 

I MM I II I MM MMIMMM I III Mill I I II 

Sbjct: 250 AGCAACAATGAGATTGACACCTTGGAGTGGAATGAT^ 309 
Query: 62 GGCCTGAAGAAGATGAATCCCAAGCTX3AAGACCCTGTO 121 

II Mill I Ml MMI MMIMMM I I I Mill Mill M 

Sbjct: 310 ACACTCAAGAACAGGAACCCCAACCTG 369 

>gb|U02270 1 MSU02270 Manduca sexta chitinase mRNA, conplete cds. 
Length = 2452 
Plus Strand HSPs: 
Score = 308 (85.1 bits), Expect = 8.2e-16, P = 8.2e-16 

Identities = 110/172 (63%), Positives = 110/172 (63%), Strand = Plus / Plus 
aery: 76 GAATCCCAAGCTGAAGACCCTGTTAGCCATCGGAGGNT^ 135 

I MMM I III I M MM I II II III I MM I Mill 

Sbjct: 309 GCATCCCAGCGTCAAGTTCATGGTAGCGGTGG 368 
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